(FILE 'HOME' ENTERED AT 16:10:26 ON. 05 APR 2007) 



INDEX 'ADISCTI, ADIS INSIGHT, ADISNEWS, AGRICOLA, ANABSTR, ANTE, AQUALINE, 
AQUASCI, BIOENG, BIOSIS, BIOTECHABS , BIOTECHDS, BIOTECHNO, CABA, CAPLUS, 
CEABA-VTB , CIN, CONFSCI, CROPB, CROPU, DDFB , DDFU, DGENE , DISSABS, DRUGB , 
DRUGMONOG2, DRUGU, EMBAL, EMBASE, ...' ENTERED AT 16:10:40 ON 05 APR 2 007 
SEA (LYSOPHOSPHATIDIC(W) ACID) AND (ATHEROSCLEROSIS OR NEOINTIMA) A 
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BIOSIS 


10 


FILE 
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FILE 


DDFU 
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FILE 
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FILE 
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1 


FILE 


IFIPAT 
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FILE 


PROUSDDR 
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FILE 


SCISEARCH 
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FILE 


TOXCENTER 


310 


FILE 


US PAT FULL 


45 


FILE 


US PAT 2 
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FILE 


WPIDS 
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LI QUE (LYSOPHOSPHATIDIC(W) ACID) AND (ATHEROSCLEROSIS OR NEOINTIMA 



FILE 'EMBASE, CAPLUS' ENTERED AT 16:12:09 ON 05 APR 2007 

L2 20 S (LYSOPHOSPHATIDIC(W) ACID) AND (ATHEROSCLEROSIS OR NEOINTIMA) AND 

L3 16 DUP REM L2 (4 DUPLICATES REMOVED) 

L4 9 S L3 NOT PY>2004 

L5 OS TIGYI/AU 

L6 OS TIGYI, GREGOR/AU 

FILE 'CAPLUS' ENTERED AT 16:32:03 ON 05 APR 2007 

L7 2449 S LYSOPHOSPHATIDIC (W) ACID 

L8 98 S L7 AND (ATHEROSCLEROSIS OR NEOINTIMA OR CARDIOVASCULAR) 

L9 50 S L8 AND (ANTAGON? OR INHIB?) 

L10 27 S L9 NOT PY>2004 

Lll 24 S L10 NOT L4 



=> file registry 
COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0.21 



TOTAL 
SESSION 
0.21 



FILE 'REGISTRY' ENTERED AT 16:46:43 ON 23 MAR 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 22 MAR 2007 HIGHEST RN 927959-98-6 
DICTIONARY FILE UPDATES: 22 MAR 2007 HIGHEST RN 927959-98-6 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH December 2, 2 006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : / /www . cas . org/ONLINE/UG/regprops . html 

= > 



Uploading C:\Program Files\Stnexp\Queries\10821739GW9662 . str 





\ 

chain nodes : 
7 8 9 10 11 
ring nodes : 

1 2 3 4 5 6 12 13 14 15 16 17 
chain bonds : 

1-7 3-9 4-8 9-10 9-11 11-12 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 12-13 12-17 13-14 14-15 15-16 16-17 

exact/norm bonds : 

9-10 9-11 11-12 

exact bonds : 

1-7 3-9 4-8 

normalized bonds : 

1-2 1-6 2-3 3-4 4-5 .5-6 12-13 12-17 13-14 14-15 15-16 16-17 



Match level : 

l:Atom 2: Atom 3 : Atom 4: Atom 5: Atom 6: Atom 7: CLASS 8: CLASS 9: CLASS 10: CLASS 
11:CLASS 12:Atom 13:Atom 14:Atom 15:Atom 16:Atom 17:Atom 



LI STRUCTURE UPLOADED 



= > d 11 

LI HAS NO ANSWERS 
LI STR 




Structure attributes must be viewed using STN Express query preparation. 



= > s 11 

SAMPLE SEARCH INITIATED 16:47:05 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 13 8 TO ITERATE 

100.0% PROCESSED 138 ITERATIONS 50 ANSWERS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH * * COMPLETE * * 
PROJECTED ITERATIONS: 2056 TO 3464 

PROJECTED ANSWERS: 981 TO 2019 

L2 50 SEA SSS SAM LI 

=> d 12 scan 

L2 50 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 
IN INDEX NAME NOT YET ASSIGNED 
MF C17 H17 CI N4 05 




** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :3 

L2 50 ANSWERS REGISTRY COPYRIGHT 2 007 ACS on STN 
IN INDEX NAME NOT YET ASSIGNED 
MF C21 H14 CI N3 04" S 




N0 2 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L2 50 ANSWERS REGISTRY COPYRIGHT 2 007 ACS on STN 

IN 2-Thiophenecarboxamide, N- [3- [ (2 -chloro- 5 -nitrobenzoyl) amino] phenyl] - 
(9CI) 

MF C18 H12 CI N3 04 S 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L2 50 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Benzamide, 2-chloro-N- (2 -chloro-4 , 6-dimethylphenyl) -5-nitro- (9CI) 
MF C15 H12 C12 N2 03 



N02 



— c-nh — 



Me 



CI 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :0 



=> s 11 fam sam 

SAMPLE SEARCH INITIATED 16:47:25 FILE 
SAMPLE SCREEN SEARCH COMPLETED - 



' REGISTRY 1 

5 TO ITERATE 



100.0% PROCESSED 
SEARCH TIME: 00.00.01 



5 ITERATIONS 



0 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE 
BATCH 



** COMPLETE** 
**COMPLETE** 
5 TO 234 
0 TO 0 



L3 



0 SEA FAM SAM LI 



=> s 11 fam full 

FULL SEARCH INITIATED 16:47:30 FILE ' REGISTRY 1 
FULL SCREEN SEARCH COMPLETED - 116 TO ITERATE 

100.0% PROCESSED 116 ITERATIONS 

SEARCH TIME: 00.00.01 



1 ANSWERS 



L4 



= > d 14 



1 SEA FAM FUL LI 



L4 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2007 ACS on STN 

RN 22978-25-2 REGISTRY 

ED Entered STN: 16 Nov 1984 

CN Benzamide, 2 -chloro-5 -nitro-N-phenyl- (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Benzanilide, 2 -chloro-5-nitro- (8CI) 
OTHER NAMES: 

CN 2 - Chloro - 5 - ni t robenzani 1 ide 

CN GW 9662 

MF C13 H9 CI N2 03 

LC STN Files: AGRICOLA, BEILSTEIN*, BIOSIS, CA, CAPLUS , CASREACT, CHEMCATS , 
CHEMINFORMRX , CSCHEM, TOXCENTER, US PAT 2 , USPATFULL 

(*File contains numerically searchable property data) 




** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

56 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
5 8 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



TOTAL 
SESSION 
70.31 

FILE 'CAPLUS' ENTERED AT 16:47:41 ON 23 MAR 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2 007 AMERICAN CHEMICAL SOCIETY (ACS) 



=> file caplus 

COST IN U.S. DOLLARS SINCE FILE 

ENTRY 

FULL ESTIMATED COST 70.10 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 23 Mar 2007 VOL 146 ISS 14 
FILE LAST UPDATED: 22 Mar 2007 (20070322/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : / /www . cas . org/ inf opolicy . html 

= > s 14 

L5 58 L4 

=> s 14/thu 

58 L4 
870194 THU/RL 
L6 21 L4/THU 

(L4 (L) THU/RL) 

=> s 15 and neointima 

1779 NEOINTIMA 
L7 1 L5 AND NEOINTIMA 

=> d 17 ti abs bib 



L7 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2 007 ACS on STN 



TI Lysophosphatidic acid analogs and inhibition of neointima 
formation 

AB The phospholipid growth factor lysophosphatidic acids (LPAs) containing 
unsatd. fatty acids (18:1, 18:2 and 20:4) and fatty ales, containing 
hydrocarbon chains with more than 4 carbons were capable of inducing a 
rapid formation of neointima, an initial step in the development 
of atherosclerotic plaque. LPAs with saturated fatty acids did not induce 
neointima formation. A Peroxisome Prolif erator-Activated 
Receptors gamma (PPARy) -specific agonist Rosiglitasone also induced 
a profound formation of neointima. GW9662, a selective and 
irreversible antagonist of PPARy, abolished LPA- and 
Rosiglitazone-induced neointima formation, indicating that 
LPA-induced neointima formation requires the activation of 
PPARy. These data suggest that LPA analogs that bind to but do not 
activate downstream signaling of PPARy or antagonists of PPARy 
that inhibit PPARy signaling would be useful in the prevention 
and/or treatment of neointima formation and atherosclerosis. 

AN 2004:857161 CAPLUS <<L0GINID :: 20070323 >> 

DN 141:343506 

TI Lysophosphatidic acid analogs and inhibition of neointima 
formation 

IN Tigyi, Gabor; Baker, Daniel L. ; Zhang, Chunxiang 
PA USA 

SO U.S. Pat. Appl. Publ., 23 pp. 

CODEN: USXXCO 
DT Patent 
LA English 
FAN.CNT 1 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


US 


2004204383 




Al 




20041014 




US 2004- 
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20040409 


AU 


2004229467 




Al 




20041028 




AU 2004- 
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WO 
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WO 
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=> s 15 and atherosclerosis 

53556 ATHEROSCLEROSIS 
L8 3 L5 AND ATHEROSCLEROSIS 

=> d 18 1-3 ti 

L8 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Nitrated lipids and methods of making and using thereof 



L8 ANSWER 2 OF 3 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Lysophosphatidic acid analogs and inhibition of neointima formation 



L8 ANSWER 3 OF 3 CAPLUS COPYRIGHT 2007 ACS on STN 

TI Thiazolidinediones, a class of anti-diabetic drugs, inhibit Id2 expression 
through a PPARy- independent pathway in human aortic smooth muscle 
cells 



=> d 18 1 3 ti abs bib 



ANSWER 1 OF 3 CAPLUS COPYRIGHT 2007 ACS on STN 
Nitrated lipids, and methods of making and using thereof 

Described herein are nitrated lipids and methods of making and using the 
nitrated lipids. 

2005:1239024 CAPLUS <<L0GINID : : 20070323>> 
144 :601 

Nitrated lipids and methods of making and using thereof 

Freeman, Bruce A. ; Schopfer, Francisco; O'Donnell, Valerie; Baker, Paul; 
Chen, Eugene; Branchaud, Bruce 
Uab Research Foundation, USA 
PCT Int. Appl., 169 pp. 
CODEN: PIXXD2 
Patent 
English 



L8 
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AB 

AN 
DN 
TI 
IN 

PA 
SO 

DT 
LA 

FAN.CNT 1 
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PATENT NO. 






KIND 


DATE 






APPLICATION 
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OS MARPAT 144:601 



L8 ANSWER 3 OF 3 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Thiazolidinediones, a class of anti-diabetic drugs, inhibit Id2 expression 
through a PPARy- independent pathway in human aortic smooth muscle 
cells 

AB Inhibitor of DNA binding (Id2) is a member of the helix-loop-helix family 
of transcription regulators that is known to play important roles in the 
proliferation and differentiation of many cell types. Overexpression of 
Id2 has been reported to result in significant enhancement of vascular 
smooth muscle cell growth via increased S phase entry. We hypothesized 
that downregulation of Id2 gene expression by thiazolidinediones (TZDs) , a 
class of anti-diabetic drugs and peroxisome prolif erator-activated 
receptor y (PPARy) activators, might contribute to the 
anti-atherosclerotic and anti -hypertensive effects of the PPARy. 
Here we document that TZDs , including troglitazone and ciglitazone, 
repress Id2 gene expression in a doses- and time -dependent manner. 
However, GW7845, a high-affinity and non-TZD PPARy activator, had no 
inhibitory effect on Id2 gene expression. In addition, PPARy 
antagonist GW9662 did not rescue TZD-induced Id2 repression. Taken 
together, our data suggest that TZDs repress Id2 expression through a 
PPARy- independent pathway. 

AN 2.003:199053 CAPLUS <<LOGINID :: 2 0070323 » 



DN 139:78835 

TI Thiazolidinediones, a class of anti -diabetic drugs, inhibit Id2 expression 
through a PPARy- independent pathway in human aortic smooth muscle 
cells 

AU Zhu, X./ Lin, Y. ; Zhang, J.; Fu, M . ; Mao, Z.; Chen, Y. E. 

CS Cardiovascular Research Institute, Peking University Health Science 

Center, Beijing, 100083, Peop. Rep. China 
SO Cellular and Molecular Life Sciences (2003), 60(1), 212-218 

CODEN: CMLSFI; ISSN: 1420-682X 
PB Birkhaeuser Verlag 
DT Journal 
LA English 

RE.CNT 19 THERE ARE 19 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> s 15 and (PPAR or (peroxisome (w) prolif erator-activated (w) gamma) ) 
8826 PPAR 
17707 PEROXISOME 
1152 7 PROLI FERATOR 
518979 ACTIVATED 
10513 PROLI FERATOR -ACTIVATED 

( PROL I FERATOR ( W ) ACT I VATED ) 
843860 GAMMA 

17 PEROXISOME (W) PROL I FERATOR -ACT I VATED (W) GAMMA 
L9 40 L5 AND (PPAR OR (PEROXISOME (W) PROL IFERATOR- ACTIVATED (W) GAMMA) ) 

=> s 19 not py>2004 

2882076 PY>2004 
L10 11 L9 NOT PY>2004 

=> d 110 1-11 ti 

L10 ANSWER 1 OF 11 CAPLUS COPYRIGHT 2007 ACS on STN 

TI Genistein inhibits expressions of NADPH oxidase p22phox and angiotensin II 
type 1 receptor in aortic endothelial cells from stroke-prone 
spontaneously hypertensive rats 

L10 ANSWER 2 OF 11 CAPLUS COPYRIGHT 2007 ACS on STN 
TI GW9662, a potent antagonist of PPAR. gamma., inhibits growth of 
breast tumour cells and promotes the anticancer effects of the 
PPAR. gamma, agonist rosiglitazone, independently of PPAR 
y activation 

L10 ANSWER 3 OF 11 CAPLUS COPYRIGHT 2007 ACS on STN 

TI Antidiabetic thiazolidinediones inhibit invasiveness of pancreatic cancer 
cells via PPAR. gamma, independent mechanisms 

L10 ANSWER 4 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Inhibition of cell proliferation by potential peroxisome 

prolif erator-activated receptor (PPAR) gammaa agonists and 
antagonists 

ANSWER 5 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

Troglitazone acts on cellular pH and DNA synthesis through a peroxisome 
proliferator-activated receptor y-independent mechanism in breast 
cancer-derived cell lines 

L10 ANSWER 6 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 
TI Angiotensin Type 1 Receptor Blockers Induce Peroxisome 
Prolif erator-Activated Receptor -y Activity 

L10 ANSWER 7 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Binding analyses between human PPAR . gamma .- LBD and ligands: 



L10 
TI 



surface plasmon resonance biosensor assay correlating with circular 
dichroic spectroscopy determination and molecular docking 

L10 ANSWER 8 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Rosiglitazone, a ligand of the peroxisome prolif erator-activated 

receptor-y, reduces the development of nonseptic shock induced by 

zymosan in mice 

L10 ANSWER 9 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 

TI Thiazolidinediones, a class of anti-diabetic drugs, inhibit Id2 expression 
through a PPAR . gamma . -independent pathway in human aortic smooth 
muscle cells 

L10 ANSWER 10 OF 11 CAPLUS COPYRIGHT 2007 ACS on STN 

TI Functional Consequences of Cysteine Modification in the Ligand Binding 
Sites of Peroxisome Proliferator Activated Receptors by GW9662 

L10 ANSWER 11 OF 11 CAPLUS COPYRIGHT 2007 ACS on STN 

TI Novel nitroaryl amides as nuclear receptor arylating compounds 



=> d 110 2 3 4 5 8 9 10 11 ti abs bib 

L10 ANSWER 2 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 
TI GW9662, a potent antagonist of PPAR. gamma., inhibits growth of 
breast tumour cells and promotes the anticancer effects of the 
PPAR. gamma, agonist rosiglitazone , independently of PPAR 
y activation 

AB Peroxisome prolif erator-activated receptor gamma (PPAR. gamma .) , 

a member of the nuclear receptor superfamily, is activated by several 
compds., including the thiazolidinediones . In addition to being a 
therapeutic target for obesity, hypolipidemia and diabetes, perturbation 
of PPAR. gamma, signaling is now believed to be a strategy for 
treatment of several cancers, including breast. Although differential 
expression of PPAR. gamma, is observed in tumors compared to normal 
tissues and PPAR. gamma, agonists have been shown to inhibit 
tumor cell growth and survival, the interdependence of these observations 
is unclear. This study demonstrated that the potent, irreversible and 
selective PPAR. gamma, antagonist GW9662 prevented activation of 
PPAR. gamma, and inhibited growth of human mammary tumor cell 
lines. Controversially, GW9662 prevented rosiglitazone-mediated 
PPAR. gamma, activation, but enhanced rather than reversed 

rosiglitazone-induced growth inhibition. As such, these data support the 
existence of PPAR . gamma . -independent pathways and question the 
central belief that PPAR. gamma, ligands mediate their anticancer 
effects via activation of PPAR. gamma.. 

AN 2005:19155 CAPLUS <<LOGINID :: 2 0070323 >> 

DN 142:126885 

TI GW9662, a potent antagonist of PPAR. gamma., inhibits growth of 
breast tumour cells and promotes the anticancer effects of the 
PPAR. gamma, agonist rosiglitazone, independently of PPAR 
y activation 

AU Seargent, Jill M . ; Yates, Elisabeth A. ; Gill, Jason H. 

CS Cancer Research Unit, Tom Connor's Cancer Research Centre, University of 

Bradford, Bradford, BD7 1DP, UK 
SO British Journal of Pharmacology (2004), 143(8), 933-937 

CODEN: BJPCBM; ISSN: 0007-1188 
PB Nature Publishing Group 
DT Journal 
LA English 

RE.CNT 20 THERE ARE 2 0 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L10 ANSWER 3 OF 11 CAPLUS COPYRIGHT 2 007 ACS on STN 



TI Antidiabetic thiazolidinediones inhibit invasiveness of pancreatic cancer 
cells via PPAR. gamma, independent mechanisms 

AB Thiazolidinediones (TZD) are a new class of oral antidiabetic drugs that 
have been shown to inhibit growth of some epithelial cancer cells. 
Although TZD were found to be ligands for peroxisome prolif erators 
activated receptor y ( PPAR. gamma.) the mechanism by which 
TZD exert their anticancer effect is currently unclear. Furthermore, the 
effect of TZD on local motility and metastatic potential of cancer cells 
is unknown. The authors analyzed the effects of two TZD, rosiglitazone 
and pioglitazone, on invasiveness of human pancreatic carcinoma cell lines 
in order to evaluate the potential therapeutic use of these drugs in 
pancreatic adenocarcinoma. Expression of PPAR. gamma, in human 
pancreatic adenocarcinomas and pancreatic carcinoma cell lines was 
measured by reverse transcription polymerase chain reaction and confirmed 
by western blot anal. PPAR. gamma, activity was evaluated by 
transient reporter gene assay. Invasion assay was performed in modified 
Boyden chambers. Gelatinolytic and fibrinolytic activity were evaluated 
by gel zymog. TZD inhibited pancreatic cancer cells' invasiveness, 
affecting gelatinolytic and . fibrinolytic activity with a mechanism 
independent of PPAR. gamma, activation and involving MMP-2 and 
PAI-1 expression. TZD treatment in pancreatic cancer cells has potent 
inhibitory effects on growth and invasiveness suggesting that these drugs 
may have application for prevention and treatment of pancreatic cancer in 
humans . 

AN 2004:1020460 CAPLUS <<LOGINID : : 20070323>> 
DN 142:232623 

TI Antidiabetic thiazolidinediones inhibit invasiveness of pancreatic cancer 

cells via PPAR. gamma, independent mechanisms 
AU Galli, A.; Ceni, E.; Crabb, D. W.; Mello, T. ; Salzano, R. ; Grappone, C. ; 

Milani, S . ; Surrenti, E . ; Surrenti, C. ; Casini, A. 
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TI Inhibition of cell proliferation by potential peroxisome 

prolif erator-activated receptor (PPAR) gammaa agonists and 

antagonists 

AB This study was initiated to determine if potential PPAR gamma 

antagonists could block the inhibition of cell proliferation caused by 4 

phenylbutyrate. The action of 4 phenylbutyrate differed from other 

PPAR gamma ligands examined in that it induces histone acetylation. 

Proliferation of DS19 mouse erythroleukemia cells was inhibited by 

PPAR gamma agonists (4 phenylbutyrate, rosiglitazone, ciglitazone 

and GW1929) and by potential PPAR gamma antagonists: BADGE 

(Biphenol A diglycidyl ether), GW9662, PD068235 and diclofenac. Combined 

incubations tended to exhibit additive inhibitory effects. Potential 

PPAR gamma agonists and antagonists inhibited the incorporation of 

thymidine into DNA of human prostate (PC3) , colon (Caco-2) and breast 

(T47D) cancer cells but also affected NIH3T3 cells that have little or no 

expression of PPAR gamma. Lipid accumulation in T47D cells was 

seen after incubation with 4 phenylbutyrate and both potential 

PPAR gamma agonists and antagonists. The extent to which the 

effects of 4 phenylbutyrate on cell proliferation are mediated through 

PPAR gamma or induction of histone acetylation remains an open 

question. We conclude that potential PPAR gamma antagonists may 

fail to reverse the growth inhibitory effect of PPAR gamma 

ligands and may themselves act as growth inhibitory agents. 
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TI Troglitazone acts on cellular pH and DNA synthesis through a peroxisome 
prolif erator-activated receptor y- independent mechanism in breast 
cancer-derived cell lines 

AB The purpose of this study was to assess whether troglitazone (TRO) would 
induce cellular acidosis by inhibiting Na+/H+ exchanger (NHE) 1 in breast 
carcinoma-derived cell lines and, if so, whether cellular acidosis would 
be associated with a reduction in proliferation. Intracellular pH (pHi) and 

acid 

extrusion capacity after an exogenous acid load were assayed using (2, 

7) -biscarboxyethyl-5 (6) -carboxyf luorescein in MCF-7 and MDA-MB-231 cells 

treated with TRO. Radiolabeled thymidine incorporation was used to assess 

DNA synthesis. Peroxisome prolif erator-activated receptor (PPAR 

) y involvement was assessed using an antagonist and PPAR 

y-/- NIH3T3 cells. TRO induced a prompt (<4 min) and severe 

cellular acidosis in both MCF-7 (7.54 + 0.23 to 6.77 + 0.06; P < 

0.001) and MDA-MB-231 cells (7.38 ± 0.18 to 6.89 ± 0.25/ P < 0.05) 

after 12 min, without increasing acid production Acid extrusion as assessed 

by the response to an exogenous acid load (NH4C1 pulse) was markedly 

blunted (MDA-MB-231, P < 0.01) or eliminated (MCF-7, P < 0.001). Chronic 

exposure to TRO resulted in NHE1 activity reduction (P < 0.05) and a 

dose -dependent decrease in DNA synthesis (<75% inhibition at 100 

umol/L; P < 0.001 and P < 0.01 for MCF-7 and MDA-MB-231, resp.) associated 

with a decreased number of viable cells. TRO-mediated inhibition of 

proliferation was not reversed by the presence of the PPAR 

y inhibitor GW9662 and was demonstrable in PPAR . gamma .-/ - 

NIH3T3 cells, consistent with a PPAR . gamma .- independent 

mechanism. TRO induces marked cellular acidosis in MCF-7 and MDA-MD-231 
cells. Sustained acidosis is consonant with decreased proliferation and 
growth that is not reversed by a PPAR. gamma, antagonist. Our 
results support a NHE-mediated action of TRO that exerts its effect 
independent of PPAR. gamma. . 
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TI Rosiglitazone, a ligand of the peroxisome prolif erator-activated 

receptor-y, reduces the development of nonseptic shock induced by 

zymosan in mice 

AB OBJECTIVE: Peroxisome prolif erator-activated receptors (PPARs) are members 
of the nuclear hormone receptor superfamily of ligand-activated 
transcription factors that are related to retinoid, steroid, and thyroid 
hormone receptors. The PPAR-y receptor subtype appears to 
play a pivotal role in the regulation of cellular proliferation and 
inflammation. Rosiglitazone (Avandia) is a PPAR-y agonist 
(the most potent PPAR-y agonist of the thiazolidinedione 
antidiabetics) . In the present study, we investigated the effects of 
rosiglitazone on the development of nonseptic shock caused by zymosan in 
mice. DESIGN: Exptl . study. SETTING: University laboratory SUBJECTS : Male CD 
mice. INTERVENTIONS: We investigated the effects of rosiglitazone (3 
mg/kg) on the development of nonseptic shock caused by zymosan (500 mg/kg, 
administered i.p. as a suspension in saline) in mice. MEASUREMENTS AND 
MAIN RESULTS: Organ failure and systemic inflammation in rats were 
assessed 18 h after administration of zymosan and/or rosiglitazone and 
monitored for 12 days (for loss of body weight and mortality rate) . 
Treatment of mice with rosiglitazone (3 mg/kg i.p., 1 and 6 h after 
zymosan) attenuated the peritoneal exudation and the migration of 
polymorphonuclear cells caused by zymosan. Rosiglitazone also attenuated 
the lung, liver, and pancreatic injury and renal dysfunction caused by 
zymosan as well as the increase in myeloperoxidase activity and 
ma londi aldehyde concns . caused by zymosan in the lung and intestine. 
Immunohistochem. anal, for inducible nitric oxide synthase, nitrotyrosine, 
and poly (ADP-ribose) revealed pos . staining in lung and intestine tissues 
obtained from zymosan-treated mice. The degree of staining for 
nitrotyrosine, inducible nitric oxide synthase, and poly (ADP-ribose) was 
markedly reduced in tissue sections obtained from zymosan -treated mice 
that received rosiglitazone. To elucidate whether the protective effects 
of rosiglitazone are related to activation of the PPAR-y 
receptor, we also investigated the effect of a PPAR-y 

antagonist, GW 9662, on the protective effects of rosiglitazone. GW 9662 
(1 mg/kg administered i.p. 30 mins before treatment with rosiglitazone) 
significantly antagonized the effect of the PPAR-y agonist 
and thus abolished the protective effect. CONCLUSIONS: This study 
provides evidence, for the first time, that rosiglitazone attenuates the 
degree of zymosan- induced nonseptic shock in mice. 
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TI Thiazolidinediones, a class of anti-diabetic drugs, inhibit Id2 expression 
through a PPAR . gamma . -independent pathway in human aortic smooth 
muscle cells 



AB Inhibitor of DNA binding (Id2) is a member of the helix-loop-helix family 
of transcription regulators that is known to play important roles in the 
proliferation and differentiation of many cell types. Overexpression of 
Id2 has been reported to result in significant enhancement of vascular 
smooth muscle cell growth via increased S phase entry. We hypothesized 
that downregulation of Id2 gene expression by thiazolidinediones (TZDs) , a 
class of anti -diabetic drugs and peroxisome prolif erator-activated 
receptor y ( PPAR. gamma.) activators, might contribute to 
the anti-atherosclerotic and anti -hypertensive effects of the PPAR 
y. Here we document that TZDs, including troglitazone and 
ciglitazone, repress Id2 gene expression in a doses- and time -dependent 
manner. However, GW7845, a high-affinity and non-TZD PPAR 
y activator, had no inhibitory effect on Id2 gene expression. In 
addition, PPAR. gamma, antagonist GW9662 did not rescue TZD- induced 
Id2 repression. Taken together, our data suggest that TZDs repress Id2 
expression through a PPAR . gamma .- independent pathway. 
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TI Functional Consequences of Cysteine Modification in the Ligand Binding 
Sites of Peroxisome Proliferator Activated Receptors by GW9662 

AB In the course of a high throughput screen to search for ligands of 
peroxisome proliferator activated receptor-y ( PPAR 

y) , the authors identified GW9662 using a competition binding assay 
against the human ligand binding domain. GW9662 had nanomolar IC50 vs. 
PPAR. gamma, and was 10- and 600 -fold less potent in binding expts. 
using PPAR. alpha, and PPAR. delta., resp. Pretreatment 

of all three PPARs with GW9662 resulted in the irreversible loss of ligand 

binding as assessed by scintillation proximity assay. Incubation of 

PPAR with GW9662 resulted in a change in the absorbance spectra of 

the receptors consistent with covalent modification. Mass spectrometric 

anal, of the PPAR. gamma, ligand binding domain treated with 

GW9662 established Cys285 as the site of covalent modification. This 

cysteine is conserved among all three PPARs. In cell-based reporter 

assays, GW9662 was a potent and selective antagonist of full-length 

PPAR. gamma.. The functional activity of GW9662 as an antagonist 

of PPAR. gamma, was confirmed in an assay of adipocyte 

differentiation. GW9662 showed essentially no effect on transcription 

when tested using both full-length PPAR. delta, and PPAR 

a. Time-resolved fluorescence assays of ligand-modulated receptor 

heterodimerization, coactivator binding, and corepressor binding were 

consistent with the effects observed in the reporter gene assays. Control 

activators increased PPAR: RXR heterodimer formation and 

coactivator binding to both PPAR. gamma, and PPAR 

8. Corepressor binding was decreased. In the case of PPAR 

a, GW9662 treatment • did not significantly increase 

heterodimerization and coactivator binding or decrease corepressor 
binding. The exptl. data indicate that GW9662 modification of each of the 
three PPARs results in different functional consequences. The selective 
and irreversible nature of GW9662 treatment, and the observation that 



activity is maintained in cell culture expts., suggests that this compound 
may be a useful tool for elucidation of the role of PPAR. gamma, 
in biol . processes. 
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TI Novel nitroaryl amides as nuclear receptor arylating compounds 

GI 




AB Nitroaryl amides I [X = halogen; Rl = H, OMe; R2 or R3 = H, other = 

CONR4R5 (R4 = hydrophobic organic group with MW less than 500 Daltons; R5 = 
H, alkyl, (un) substituted phenyl)] are disclosed in this invention as 
novel nuclear receptor ligands. These compds . are useful for arylating a 
cysteine in a nuclear receptor. Anal, of apparent binding affinities 
revealed nitroaryl amide II was selective to PPAR. gamma, (resp., 
binding affinity to PPAR. alpha, and PPAR. delta, was 

.apprx.10 fold and .apprx.600 fold lower). Binding of II to the cysteine 
residue in the ligand binding domain of PPAR. gamma, was verified 
by digestion of the modified PPAR. gamma, with proteolytic enzyme 
and subsequent sequencing of the resulting peptides using mass 
spectrometry techniques. 
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L16 ANSWER 2 OF 7 BIOSIS COPYRIGHT (c) 2007 The Thomson Corporation on STN 
TI Thrombogenic and atherogenic activities of lysophosphatidic 
acid. 

AB Lysophosphatidic acid (LPA) has been identified as a 

biologically active lipid in mildly-oxidized LDL, human atherosclerotic 
lesions, and the supernatant of activated platelets. The evidence that 
LPA has thrombogenic and atherogenic activities has increased 
substantially in recent years. Supporting the thrombogenic activity of 
LPA, analysis of the core region of human carotid plaques revealed 
recently the presence of alkyl- and acyl -molecular species from LPA with 
high platelet-activating potency (16:0 alkyl-LPA, 20:4 acyl -LPA) . LPA, 
lipid extracts of atherosclerotic plaques, and the lipid-rich core 
elicited shape change and, in synergy with other platelet stimuli, 
aggregation of isolated platelets. This effect was completely abrogated 
by prior incubation of platelets with LPA receptor antagonists. 
Furthermore, LPA at concentrations approaching those found in vivo, 
induced platelet shape change, aggregation, and platelet-monocyte 
aggregate formation in blood. LPA-stimulated platelet aggregation was 
mediated by the ADP-stimulated activation of the P2Y1 and P2Y12 receptors. 
Supporting its atherogenic activity, LPA is a mitogen and motogen to 
vascular smooth muscle celis (VSMCs) and an activator of endothelial cells 
and macrophages. Recently, LPA has been identified as an agonist of the 
peroxisome proliferator activating receptor gamma (PPARgamma) , which is a 



key regulator of atherogenesis . LPA elicits progressive neointima 
formation, which is fully abolished by GW9662, an antagonist of PPARgamma. 
We propose that LPA plays a central role in eliciting vascular remodeling 
and atherogenesis. Furthermore, upon rupture of lipid-rich 
atherosclerotic plaques, LPA may trigger platelet aggregation and 
intra-arterial thrombus formation. Antagonists of LPA receptors might be 
useful in preventing LPA-elicited thrombus formation and neointima 
formation in patients with cardiovascular diseases. 
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TI Lysophosphatidic Acid Induces Neointima 
Formation Through PPARg Activation. 

AB Neointimal lesions are characterized by accumulation of cells within the 
arterial wall and are a prelude to atherosclerotic disease that can lead 
to heart attack and stroke. Here we report that a brief exposure to 
either alkyl ether analogs of the growth factor-like phospholipid 
lysophosphatidic acid (LPA) , products generated during 

the oxidative modification of low density lipoprotein, or to unsaturated 
acyl forms of LPA induce progressive formation of neointima in 
vivo in a rat carotid artery model. This effect is completely inhibited 
by pretreatment with the peroxisome prolif erator-activated receptor ? 
(PPAR?) antagonist GW9662 and mimicked by PPAR? agonists Rosiglitazone and 
l-O-hexadecyl-2-azaleoyl-phosphatidylcholine. In contrast to these 
lipids, the PPAR alpha-selective stearoyl-oxovaleryl phosphatidylcholine 
or EGF, PDGF and VEGF failed to elicit neointima. The 
structure-activity relationship for neointima induction by LPA 
analogs in vivo is identical to that of PPAR? ??activation in vitro and 
disparate from that of LPA G protein-coupled receptor activation. 
Neointima- inducing LPA analogs upregulated the CD3 6 scavenger 
receptor in vitro and in vivo. These results suggest that select LPAs are 
important novel endogenous PPAR???ligands capable of mediating vascular 
remodeling and that activation of the nuclear transcription factor PPAR? 
is both necessary and sufficient for neointima formation by 
components of oxidized LDL. 
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TI Lysophosphatidic acid induces neointima 
formation through PPARgamma activation. 

AB Neointimal lesions are characterized by accumulation of cells within the 
arterial wall and are a prelude to atherosclerotic disease. Here we 
report that a brief exposure to either alky! ether analogs of the growth 
factor- like phospholipid lysophosphatidic acid (LPA) , 
products generated during the oxidative modification of low density 
lipoprotein, or to unsaturated acyl forms of LPA induce progressive 
formation of neointima in vivo in a rat carotid artery model. 
This effect is completely inhibited by the peroxisome prolif erator- 
activated receptor (PPAR) gamma antagonist GW9662 and mimicked by PPARgamma 
agonists Rosiglitazone and l-0-hexadecyl-2-azeleoyl-phosphatidylcholine. 
In contrast, stearoyl-oxovaleryl phosphatidylcholine, a PPARalpha agonist 
and polypeptide epidermal growth factor, platelet-derived growth factor, 
and vascular endothelial growth factor failed to elicit neointima 

The structure-activity relationship for neointima induction 
by LPA analogs in vivo is identical to that of PPARgamma activation in 
vitro and disparate from that of LPA G protein-coupled receptor 
activation. Neointima -inducing LPA analogs up-regulated the 
CD3 6 scavenger receptor in vitro and in vivo and elicited 
dedif f erentiation of cultured vascular smooth muscle cells that was 
prevented by GW9662 . These results suggest that selected LPA analogs are 
important novel endogenous PPARgamma ligands capable of mediating vascular 
remodeling and that activation of the nuclear transcription factor 
PPARgamma is both necessary and sufficient for neointima 
formation by components of oxidized low density lipoprotein. 
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L16 ANSWER 5 OF 7 BIOSIS COPYRIGHT (c) 2007 The Thomson Corporation on STN 
TI Vascular remodeling induced by naturally occurring unsaturated 

lysophosphatidic acid in vivo. 
AB Background: We previously identified unsaturated (16:1, 18:1, and 18:2) 
but not saturated (12:0, 14:0, 16:0, and 18:0) lysophosphatidic acids 
(LPAs) as potent factors for vascular smooth muscle cell (VSMC) 
dedif f erentiation. Unsaturated LPAs strongly induce VSMC 
dedif ferentiation via the coordinated activation of the extracellular 
signal-regulated-kinase (ERK) and p38 mitogen-activated protein kinase 
(p3 8MAPK) , resulting in the proliferation and migration of. 
dedifferentiated VSMCs . Here, we investigated the effects of 18:1 and 
18:0 LPAs (as representative unsaturated and saturated LPAs, respectively) 



on the vasculature in vivo. Methods and Results: Rat common carotid 
arteries (CCAs) were treated transiently with 18:1 or 18:0 LPA and then 
examined by histological and biochemical analyses. The 18:1 but not 18:0 
LPA potently induced vascular remodeling that was composed primarily of 
neointima. The incorporation of (3H)18:1 LPA into the CCAs 
revealed that a sufficient amount of unmetabolized (3H)18:1 LPA to induce 
VSMC dedif f erentiation was present in the vascular wall. The 18:1 
LPA-induced neointimal formation in vivo was also dependent on the 
coordinated activation of ERK and p38MAPK. Unlike balloon-injured CCAs, 
the 18:1 LPA-treated CCAs showed a histological similarity to human 
atherosclerotic arteries. Conclusions: This is the first report 
demonstrating a role for a naturally occurring unsaturated LPA in inducing 
vascular remodeling in vivo and provides a novel animal model for 
neointimal formation. 
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L16 ANSWER 6 OF 7 BIOSIS COPYRIGHT (c) 2007 The Thomson Corporation on STN 

TI Lysophosphatidic acid-induced neointima 
formation - the role of PPARgamma. 

AB Lysophosphatidic acid (LPA) induces cellular responses 

in atherogenesis, including proliferation and dedif f erentiation of 
vascular smooth muscle cells. LPA is generated from activated platelets, 
after minimal oxidization of LDL, and is enriched in atherosclerotic 
plaques. LPA activates three G protein-coupled endothelial 
differentiation gene (EDG) receptors, as well as the intracellular 
receptor PPARgamma (Mclntyre, PNAS 2003).) We examined whether LPA-induced 
activation of PPARgamma accounts for neointima formation. 

External carotid arteries of male Sprague-Dawley rats and C57B6 mice were 
canulated, and the common and internal carotid arteries were clipped. LPA 
or solvent was infused into the vessel over 30-60 min. Circulation was 
restored before histological evaluation of the treated vessels occurred 7 
to 14 d postsurgery. We found LPAs with unsaturated fatty acids (18:1, 
18:2 and 20:4) at l-10muM caused rapid neointima formation. EDG 
receptor ligands 18:0 LPA 16:0 LPA, 18:1 cyclic-phosphatidic acid and a 
hyperactive LPA3 receptor-selective ligand were inactive. In contrast 
PPARgamma agonists were: fluorinated analogs of LPA (that do not activate 
EDG receptors at low muM concentrations) and Rosiglitasone (3-10muM) 
induced a profound neointima. Polypeptide growth factors, PDGF 
and VEGF (10 ng/ml) , and EGF (100 ng/ml) , were ineffective in inducing 
neoint ima format ion . 
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L16 ANSWER 7 OF 7 BIOSIS COPYRIGHT (c) 2007 The Thomson Corporation on STN 

TI Athero- and thrombogenic actions of lysophosphatidic 
acid and sphingosine -1 -phosphate . 

AB Lysophosphatidic acid (LPA) and sphingosine- 1- 

phosphate (SIP) are potent bioactive phospholipids with specific and 
multiple effects on blood cells and cells of the vessel wall. Released by 
activated platelets, LPA and SIP mediate physiological wound healing 
processes such as vascular repair. Evidence is accumulating that these 
lipid mediators can, however, under certain conditions become athero- and 
thrombogenic molecules that might aggravate cardiovascular disease. For 
example, LPA present in minimally modified LDL and within the intima of 
atherosclerotic lesions may play a role in the early phase of 
atherosclerosis by inducing barrier dysfunction and increased monocyte 
adhesion of the endothelium, as well as in the late phase by triggering 
platelet activation and intra-arterial thrombus formation upon rupture of 
the atherosclerotic plaque. Moreover, LPA and SIP, by stimulating the 
proliferation of fibroblasts and by enhancing the survival of inflammatory 
cells are likely to play a central role in the excessive 
f ibroproliferative and inflammatory response to vascular injury that 
characterizes the progression of atherosclerosis. Furthermore, LPA can 
cause the phenotypic dedif f erentiation of medial vascular smooth muscle 
cells, and SIP is able to stimulate the migration and proliferation of 
intimal vascular smooth muscle cells; both processes ultimately lead to 
the formation of the neointima. Most importantly, as LPA and 
SIP bind to and activate multiple G-protein receptors, it emerges that the 
beneficial or harmful action of LPA and SIP are critically dependent on 
the expression profile of their receptor subtypes and their coupling to 
different signal transduction pathways in the target cells. By targeting 
specific subtypes of LPA and SIP receptors in selective cells of the 
vascular wall and blood, new strategies for the prevention and therapy of 
cardiovascular diseases can be envisioned. 
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TI Lysophosphatidic acid analogs and inhibition of 
neointima formation 

AB The phospholipid growth factor lysophosphatidic acids (LPAs) containing 
unsatd. fatty acids (18:1, 18:2 and 20:4) and fatty ales, containing 
hydrocarbon chains with more than 4 carbons were capable of inducing a 



acid 



rapid formation of neointima, an initial step in the development 

of atherosclerotic plaque. LPAs with saturated fatty acids did not induce 

neointima formation. A Peroxisome Prolif erator-Activated 

Receptors gamma (PPARy) -specific agonist Rosiglitasone also induced 

a profound formation of neointima. GW9662, a selective and 

irreversible antagonist of PPARy, abolished LPA- and 

Rosiglitazone-induced neointima formation, indicating that 

LPA- induced neointima formation requires the activation of 

PPARy. These data suggest that LPA analogs that bind to but do not 

activate downstream signaling of PPARy or antagonists of PPARy 

that inhibit PPARy signaling would be useful in the prevention 

and/or treatment of neointima formation and atherosclerosis. 
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L18 ANSWER 4 OF 8 CAPLUS COPYRIGHT 2 007 ACS on STN DUPLICATE 1 
TI Thrombogenic and atherogenic activities of lysophosphatidic 
acid 

AB A review. Lysophosphatidic acid (LPA) has been 

identified as a biol . active lipid in mildly-oxidized LDL, human 
atherosclerotic lesions, and the supernatant of activated platelets. The 
evidence that LPA has thrombogenic and atherogenic activities has 
increased substantially in recent years. Supporting the thrombogenic 
activity of LPA, anal, of the core region of human carotid plaques 
revealed recently the presence of alkyl- and acyl-mol. species from LPA 
with high platelet-activating potency (16:0 alkyl-LPA,. 20:4 acyl-LPA) . 
LPA, lipid exts. of atherosclerotic plaques, and the lipid-rich core 
elicited shape change and, in synergy with other platelet stimuli, 
aggregation of isolated platelets. This effect was completely abrogated 
by prior incubation of platelets with LPA receptor antagonists. 
Furthermore, LPA at concns . approaching those found in vivo, induced 
platelet shape change, aggregation, and platelet -monocyte aggregate 



formation in blood. LPA- stimulated platelet aggregation was mediated by 
the ADP-stimulated activation of the P2Y1 and P2Y12 receptors. Supporting 
its atherogenic activity, LPA is a mitogen and motogen to vascular smooth 
muscle cells (VSMCs) and an activator of endothelial cells and 
macrophages. Recently, LPA has been identified as an agonist of the 
peroxisome proliferator activating receptor y (PPARy), which is 
a key regulator of atherogenesis . LPA elicits progressive 
neointima formation, which is fully abolished by GW9662, an 
antagonist of PPARy. We propose that LPA plays a central role in 
eliciting vascular remodeling and atherogenesis. Furthermore, upon 
rupture of lipid-rich atherosclerotic plaques, LPA may trigger platelet 
aggregation and intra-arterial thrombus formation. Antagonists of LPA 
receptors might be useful in preventing LPA-elicited thrombus formation 
and neointima formation in patients with cardiovascular 
diseases . 
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LI 8 ANSWER 5 OF 8 CAPLUS COPYRIGHT 2 007 ACS on STN DUPLICATE 2 

TI Lysophosphatidic acid induces neointima 
formation through PPARy activation 

AB Neointimal lesions are characterized by accumulation of cells within the 
arterial wall and are a prelude to atherosclerotic disease. Here the 
authors report that a brief exposure to either alkyl ether analogs of the 
growth factor-like phospholipid lysophosphatidic acid 
(LPA), products generated during the oxidative modification of low d. 
lipoprotein, or to unsatd. acyl forms of LPA induce progressive formation 
of neointima in vivo in a rat carotid artery model. This effect 
is completely inhibited by the peroxisome prolif erator-activated receptor 
(PPAR)y antagonist GW9662 and mimicked by PPARy agonists 
Rosiglitazone and l-O-hexadecyl-2 -azeleoylphosphatidylcholine . In 
contrast, stearoyloxovalerylphosphatidylcholine , a PPARa agonist and 
the polypeptides epidermal growth factor,' platelet-derived growth factor, 
and vascular endothelial growth factor failed to elicit neointima 

The structure-activity relation for neointima induction by 
LPA analogs in vivo is identical to that of PPARy activation in 
vitro and disparate from that of LPA G protein-coupled receptor 
activation. Neointima -inducing LPA analogs up-regulated the 
CD36 scavenger receptor in vitro and in vivo and elicited 
dedif ferentiation of cultured vascular smooth muscle cells that was 
prevented by GW9662. These results suggest that selected LPA analogs are 
important novel endogenous PPARy ligands capable of mediating 
vascular remodeling and that activation of the nuclear transcription 
factor PPARy is both necessary and sufficient for neointima 
formation by components of oxidized low d. lipoprotein. 
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L18 ANSWER 7 OF 8 EMBASE COPYRIGHT (c) 2007 Elsevier B.V. All rights 
reserved on STN 

TI Vascular remodeling induced by naturally occurring unsaturated 
lysophosphatidic acid in vivo. 

AB Background - We previously identified unsaturated (16:1, 18:1, and 18:2) 
but not saturated (12:0, 14:0, 16:0, and 18:0) lysophosphatidic acids 
(LPAs) as potent factors for vascular smooth muscle cell (VSMC) 
dedif f erentiation. Unsaturated LPAs strongly induce VSMC 
dedif ferentiation via the coordinated activation of the extracellular 
signal -regulated kinase (ERK) and p38 mitogen-activated protein kinase 
(p3 8MAPK) , resulting in the proliferation and migration of 
dedifferentiated VSMCs . Here, we investigated the effects of 18:1 and 
18:0 LPAs (as representative unsaturated and saturated LPAs, respectively) 
on the vasculature in vivo. Methods and Results - Rat common carotid 
arteries (CCAs) were treated transiently with 18:1 or 18:0 LPA and then 
examined by histological and biochemical analyses. The 18:1 but not 18:0 
LPA potently induced vascular remodeling that was composed primarily of 
neointima. The incorporation of [(3)H]18:1 LPA into the CCAs 
revealed that a sufficient amount of unmetabolized [(3)H]18:1 LPA to 
induce VSMC dedif ferentiation was present in the vascular wall. The 18:1 
LPA-induced neointimal formation in vivo was also dependent on the 
coordinated activation of ERK and p38MAPK. Unlike balloon-injured CCAs, 
the 18:1 LPA-treated CCAs showed a histological similarity to human 
atherosclerotic arteries. Conclusions - This is the first report 
demonstrating a role for a naturally occurring unsaturated LPA in inducing 
vascular remodeling in vivo and provides a novel animal model for 
neointimal formation . 

AN 2003410011 EMBASE <<LOGINID :: 20070323 >> 

TI Vascular remodeling induced by naturally occurring unsaturated 

lysophosphatidic acid in vivo. 
AU Yoshida K. / Nishida W.; Hayashi K. ; Ohkawa Y. ; Ogawa A.; Aoki J.; Arai H.; 

Sobue K. 

CS Dr. K. Sobue, Department of Neuroscience , Osaka Univ. Grad. Sch. of Med. 

(D13), 2-2 Yamadaoka, Suita, Osaka 565-0871, Japan. 

sobue@nbiochem . med . osaka-u .ac.jp 
SO Circulation, (7 Oct 2003) Vol. 108, No. 14, pp. 1746-1752. . 

Refs: 17 

ISSN: 0009-7322 CODEN: CIRCAZ 
CY United States 
DT Journal; Article 

FS 018 Cardiovascular Diseases and Cardiovascular Surgery 

037 Drug Literature Index 

LA English 
SL English 

ED Entered STN: 30 Oct 2 003 

Last Updated on STN: 30 Oct 2003 

L18 ANSWER 8 OF 8 CAPLUS COPYRIGHT 2007 ACS on STN DUPLICATE 3 

TI Athero- and thrombogenic actions of lysophosphatidic 
acid and sphingosine- 1 -phosphate 

AB A review. Lysophosphatidic acid (LPA) and 

sphingosine- 1 -phosphate (SIP) are potent bioactive phospholipids with 
specific and multiple effects on blood cells and cells of the vessel wall. 



Released by activated platelets, LPA and SIP mediate physiol. wound 
healing processes such as vascular repair. Evidence is accumulating that 
these lipid mediators can, however, under certain conditions become 
athero- and thrombogenic mols. that might aggravate cardiovascular 
disease. For example, LPA present in minimally modified LDL and within 
the intima of atherosclerotic lesions may play a role in the early phase 
of atherosclerosis by inducing barrier dysfunction and increased monocyte 
adhesion of the endothelium, as well as in the late phase by triggering 
platelet activation and intra-arterial thrombus formation upon rupture of 
the atherosclerotic plaque. Moreover, LPA and SIP, by stimulating the 
proliferation of fibroblasts and by enhancing the survival of inflammatory 
cells are likely to play a central role in the excessive 
f ibroprolif erative and inflammatory response to vascular injury that 
characterizes the progression of atherosclerosis. Furthermore, LPA can 
cause the phenotypic dedif f erentiation of medial vascular smooth muscle 
cells, and SIP is able to stimulate the migration and proliferation of 
intimal vascular smooth muscle cells; both processes ultimately lead to 
the formation of the neointima. Most importantly, as LPA and 
SIP bind to and activate multiple G-protein receptors, it emerges that the 
beneficial or harmful action of LPA and SIP are critically dependent on 
the expression profile of their receptor subtypes and their coupling to 
different signal transduction pathways in the target cells. By targeting 
specific subtypes of LPA and SIP receptors in selective cells of the 
vascular wall and blood, new strategies for the prevention and therapy of 
cardiovascular diseases can be envisioned. 

AN 2002:459264 CAPLUS <<L0GINID :: 20070323 >> 

DN 137:199092 

TI Athero- and thrombogenic actions of lysophosphatidic 

acid and sphingosine-1 -phosphate 
AU Siess, Wolfgang 

CS Medical Faculty, Institute for Prevention of Cardiovascular Diseases, 

University of Munich, Munich, D-80336, Germany 
SO Biochimica et Biophysica Acta, Molecular and Cell Biology of Lipids 

(2002), 1582(1-3), 204-215 

CODEN: BBMLFG; ISSN: 1388-1981 
PB Elsevier B.V. 
DT Journal; General Review 
LA English 

RE.CNT 160 THERE ARE 160 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



(FILE 1 HOME 1 ENTERED AT 16:52:30 ON 11 DEC 2006) 



FILE 'REGISTRY' ENTERED AT 16:52:43 ON 11 DEC 2006 

LI STRUCTURE UPLOADED 

L2 50 S LI 

L3 STRUCTURE UPLOADED 

L4 50 S L3 

L5 19567 S L3 SSS FULL 

FILE 'CAPLUS' ENTERED AT 16:55:16 ON 11 DEC 2006 

L6 5385 S L5/THU 

L7 3 S L6 AND NEOINTIMA 

L8 70 S L6 AND ATHEROSCLEROSIS 

L9 27 S L8 NOT PY>2004 

L10 1 S L9 AND LYSOPHOSPHATIDIC 

Lll 0 S L9 AND (PPAR (W) GAMMA) 



L12 
L13 
L14 
L15 
L16 
L17 



FILE ' US PATFULL ' ENTERED AT 17:00:27 ON 11 DEC 2006 
2960 S L5 

14 S L12 AND NEOINTIMA 
1 S L13 AND LYSOPHOSPHATIDIC 
3 34 S L12 AND ATHEROSCLEROSIS 
209 S L15 NOT PY>2004 
19 S LI 6 AND LYSOPHOSPHATIDIC 



FILE 'REGISTRY' ENTERED AT 17:03:45 ON 11 DEC 2006 
LI 8 STRUCTURE UPLOADED 

L19 1 S L18 FAM FULL 

FILE 'CAPLUS' ENTERED AT 17:04:22 ON 11 DEC 2006 
L20 53 S L19 

L21 3 S L2 0 AND ATHEROSCLEROSIS 

L22 1 S L2 0 AND NEOINTIMA 

L23 0 S L2 0 AND STENT 

L24 12 S L20 NOT PY>2003 

FILE 'REGISTRY' ENTERED AT 17:32:21 ON 11 DEC 2 006 



Uploading C:\Program Files\Stnexp\Queries\10821739DAGPP . str 




chain nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 17 18 19 20 21 22 23 24 
25 26 

chain bonds : 

1-2 1-4 1-6 1-14 2-3 2-13 2-17 3-9 4-5 4-15 4-18 5-7 6-8 7-24 7-25 
8-23 8-26 9-10 9-11 9-12 12-19 19-20 19-21 19-22 
exact/norm bonds : 

1-6 2-3 3-9 4-5 5-7 6-8 7-25 8-26 9-10 9-11 9-12 12-19 19-20 19-21 
19-22 

exact bonds : 



1-2 1-4 1-14 2-13 2-17 4-15 4-18 7-24 8-23 



G1:C,H,P 
Match level : 

1: CLASS 2: CLASS 3: CLASS 4: CLASS 5: CLASS 6: CLASS 7: CLASS 8: CLASS 9 : CLASS 
10: CLASS 11: CLASS 12: CLASS 13: CLASS 14: CLASS 15: CLASS 17: CLASS 18: CLASS 
19: CLASS 20: CLASS 

21: CLASS 22: CLASS 23: CLASS 24: CLASS 25: CLASS 26: CLASS 



L2 5 STRUCTURE UPLOADED 



=> d 125 

L2 5 HAS NO ANSWERS 
L25 STR 




Structure attributes must be viewed using STN Express query preparation. 



=> s 125 sub=l5 

ENTER SUBSET SEARCH SCOPE - SAMPLE, FULL, RANGE, OR .(END): full 
FULL SUBSET SEARCH INITIATED 17:33:14 FILE 'REGISTRY' 
FULL SUBSET SCREEN SEARCH COMPLETED - 184 TO ITERATE 

100.0% PROCESSED 184 ITERATIONS 145 ANSWERS 

SEARCH TIME: 00.00.01 

L26 14 5 SEA SUB=L5 SSS FUL L2 5 

=> d 126 scan 

L2 6 145 ANSWERS REGISTRY COPYRIGHT 2 006 ACS on STN 

IN Cytidine 5 ' - ( trihydrogen diphosphate), P ' - [ (2R) -3 - [ [6- [ (7 -nitro-2 , 1 , 3 - 
benzoxadiazol-4-yl) amino] -1-oxohexyl] oxy] -2- [ [ (9Z) -l-oxo-9- 
octadecenyl] oxy] propyl] ester (9CI) 

MF C42 H65 N7 018 P2 



Absolute stereochemistry. 
Double bond geometry as shown. 



PAGE 1-A 




PAGE 1-B 



Me 

(CH 2 )v 




NO2 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :3 

L2 6 145 ANSWERS REGISTRY COPYRIGHT 2 006 ACS on STN 

IN Cytidine 5 ' - ( trihydrogen diphosphate), 2 1 , 3 ' -dideoxy- , 

P' - [2, 3-bis [ (1-oxododecyl) oxy] propyl] ester (9CI) 
MF C36 H65 N3 013 P2 



PAGE 1-A 



OH 



I I 



OH 



O-C- (CH 2 ) 10- Me 



CH 2 - O- P- O- P- 0~ CH 2 - CH- CH 2 - 0~ C~ (CH 2 ) 10 

0 0 O 



PAGE 1-B 



— Me 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L26 145 ANSWERS REGISTRY COPYRIGHT 2006 ACS on STN 

IN Hexadecanoic acid, 1- [10- (2 -amino-1 , 6-dihydro-6-oxo-9H-purin- 9-yl) -3,5- 
dihydroxy-3 , 5-dioxido-2 , 4 , 6 , 9- tetraoxa-3 , 5-diphosphadec-l-yl] -1,2- 
ethanediyl ester, (R) - (9CI) 

MF C43 H79 N5 013 P2 

Absolute stereochemistry. 



PAGE 1-A 

0 




— (CH 2 ) 14 

Me 



**PR0PERTY DATA AVAILABLE IN THE 'PROP* FORMAT* * 



L26 145 ANSWERS REGISTRY COPYRIGHT 2006 ACS on STN 

IN 3, 5, 7, ll-Tetraoxa-4, 6-diphosphaheptacosan-l-aminium, 2- (carboxymethyl) -4,6- 
dihydroxy-N,N,N-trimethyl-12-oxo-9- [ (1-oxohexadecyl) oxy] -, inner salt, 
4,6-dioxide (9CI) 

MF C42 H83 N 013 P2 



Me- (CH2) 14-C-O-CH2 
Me3 + N-CH2 OH OH O 

III II 

-O2 C- CH 2 - CH- O" p- O- P- O- CH 2 - CH- 0~ C~ (CH 2 ) 14~ Me 

o o 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :0 



=> file caplus 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
40.28 



TOTAL 
SESSION 
808.28 



FULL ESTIMATED COST 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 



SINCE FILE 
ENTRY 
0.00 



TOTAL 
SESSION 
-15.00 



CA SUBSCRIBER PRICE 



FILE ' CAPLUS 1 ENTERED AT 17:33:40 ON 11 DEC 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2 006 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 11 Dec 2006 VOL 145 ISS 25 
FILE LAST UPDATED: 10 Dec 2006 (2 0061210/ED) 

Effective October 17, 2 005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : //www. cas . org/inf opolicy.html 



= > s 
L27 



126 



111 L26 



L2 8 



= > s 



127 and (restenosis or neointima) 
7958 RESTENOSIS 
1737 NEOINTIMA 

0 L27 AND (RESTENOSIS OR NEOINTIMA) 



L2 9 



= > S 



127 and (PPAR (w) gamma) 
8370 PPAR 
832731 GAMMA 

5508 PPAR (W) GAMMA 

0 L27 AND (PPAR (W) GAMMA) 



=> file registry 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE 0.00 -15.00 

FILE 'REGISTRY' ENTERED AT 17:34:35 ON 11 DEC 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 10 DEC 2 006 HIGHEST RN 915124-84-4 
DICTIONARY FILE UPDATES: 10 DEC 2006 HIGHEST RN 915124-84-4 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH June 30, 2 006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www. cas . org/ONLINE/UG/regprops .html 



SINCE FILE TOTAL 
ENTRY SESSION 
8.72 817.00 



Uploading C:\Program Files\Stnexp\Queries\10821739MAGDP . str 




chain nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 17 18 19 20 21 22 23 
chain bonds : 

1-2 1-4 1-6 1-14 2-3 2-13 2-17 3-9 4-5 4-15 4-18 5-7 6-8 7-20 7-21 
8-19 8-22 8-23 9-10 9-11 9-12 
exact/norm bonds : 

1-6 2-3 3-9 4-5 5-7 6-8 7-21 8-19 8-22 8-23 9-10 9-11 9-12 
exact bonds : 

1-2 1-4 1-14 2-13 2-17 4-15 4-18 7-20 



G1:C,H,P 



Match level 



1: CLASS 2: CLASS 3: CLASS 4: CLASS 5: CLASS 6 : CLASS 7: CLASS 8: CLASS 9: CLASS 
10: CLASS 11: CLASS 12: CLASS 13: CLASS 14: CLASS 15: CLASS 17: CLASS 18: CLASS 
19: CLASS 20: CLASS 
21: CLASS 22: CLASS 23: CLASS 



L3 0 STRUCTURE UPLOADED 

=> d 130 

L3 0 HAS NO ANSWERS 
L3 0 STR 




Gl C,H,P 



Structure attributes must be viewed using STN Express query preparation. 



=> s 130 sub=l5 

ENTER SUBSET SEARCH SCOPE - SAMPLE , FULL, RANGE, OR (END): full 
FULL SUBSET SEARCH INITIATED 17:36:01 FILE 'REGISTRY' 
FULL SUBSET SCREEN SEARCH COMPLETED - 13 83 TO ITERATE 

100.0% PROCESSED 13 83 ITERATIONS 

SEARCH TIME: 00.00.01 



2 6 ANSWERS 



L31 



2 6 SEA SUB=L5 SSS FUL L3 0 



=> file caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
40 .28 

SINCE FILE 
ENTRY 
0.00 



FILE 'CAPLUS' ENTERED AT 17:36:04 ON 11 DEC 2 006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 



TOTAL 
SESSION 
857.28 

TOTAL 
SESSION 
-15.00 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 



26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 11 Dec 2006 VOL 145 ISS 25 
FILE LAST UPDATED: 10 Dec 2006 (20061210/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : //www. cas . org/ infopolicy.html 

=> s 130 

REGlstRY INITIATED 
Substance data SEARCH and crossover from CAS REGISTRY in progress... 
Use DISPLAY HITSTR (or FHITSTR) to directly view retrieved structures. 



SAMPLE SEARCH INITIATED 17:36:08 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 116 TO ITERATE 

100.0% PROCESSED 116 ITERATIONS 1 ANSWERS 

SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH * * COMPLETE * * 
PROJECTED ITERATIONS: 1674 TO 2966 

PROJECTED ANSWERS: 1 TO 80 

L32 1 SEA SSS SAM L30 



L33 3 L32 

=> s 131 

L34 10 L31 

=> d 134 1-10 ti 

L34 ANSWER 1 OF 10 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Lysophosphatidic acid (LPA) receptor agonists and antagonists, their 
preparation, and methods of use 

L34 ANSWER 2 OF 10 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Lysophosphatidic acid (LPA) receptor agonists and antagonists, their 
preparation, and methods of use 

L34 ANSWER 3 OF 10 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Synthesis of lysophosphatidic acid receptor agonists and antagonists and 
their use for cancer inhibition, wound healing, and enhancement of cell 
proliferation 

L34 ANSWER 4 OF 10 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Compositions for sustained release of a antimicrobial gas 

L34 ANSWER 5 OF 10 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Method of making an amine containing biocidal composition 



L34 ANSWER 6 OF 10 CAPLUS COPYRIGHT 2006 ACS on STN 

TI Synthesis and properties of an organophosphorus regulator of hemoglobin 
oxygenation 

L34 ANSWER 7 OF 10 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Dental adhesive compositions containing acrylate phosphates 

L34 ANSWER 8 OF 10 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Dental adhesives containing phosphonic acids 

L34 ANSWER 9 OF 10 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Adhesives for prosthetics 

L34 ANSWER 10 OF 10 CAPLUS COPYRIGHT 2 0 06 ACS on STN 

TI Adhesive composition 



=> s 134 not py>2004 

2477817 PY>2004 
L35 7 L34 NOT PY>2004 

=> d 135 1-7 ti 

L35 ANSWER 1 OF 7 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Synthesis of lysophosphatidic acid receptor agonists and antagonists and 
their use for cancer inhibition, wound healing, and enhancement of cell 
proliferation 

L35 ANSWER 2 OF 7 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Method of making an amine containing biocidal composition 

L3 5 ANSWER 3 OF 7 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Synthesis and properties of an organophosphorus regulator of hemoglobin 
oxygenation 

L35 ANSWER 4 OF 7 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Dental adhesive compositions containing acrylate phosphates 

L35 ANSWER 5 OF 7 CAPLUS COPYRIGHT 2 0 06 ACS on STN 
TI Dental adhesives containing phosphonic acids 

L35 ANSWER 6 OF 7 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Adhesives for prosthetics 

L35 ANSWER 7 OF 7 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Adhesive composition 



=> d 135 1-7 ti abs bib 

L35 ANSWER 1 OF 7 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Synthesis of lysophosphatidic acid receptor agonists and antagonists and 
their use for cancer inhibition, wound healing, and enhancement of cell 
proliferation 

AB The present invention relates to lysophosphatidic acid (LPA) analogs and 
cyclic derivs. of the analogs as well as pharmaceutical compns . which 
include those compds . Also disclosed are methods of using such compds . , 
which have activity as agonists or as antagonists of LPA receptors; such 
methods including inhibiting LPA activity on an LPA receptor, modulating 
LPA receptor activity, treating cancer, enhancing cell proliferation, and 
treating a wound. Thus, 2 -amino- 3 -oxo-3 - (tetradecylamino) propyl 
dihydrogen phosphate (I), 2 - (acetylamino) -3 -oxo-3 - (tetradecylamino) propyl 
dihydrogen phosphate (II), and 1 , 2 - (3 -octadecyloxypropane) -bis (dihydrogen 



phosphate) (III) were synthesized. The cytotoxicity of these compds . on 
prostate cancer cell lines was determined The ICSO's observed were 0.7 ± 0.1 
for I on PC-3 cells, 0.7 ± 0.1 for II on DU145 cells, and 3.1 ± 3.2 
for III on LNCaP cells. Addnl . , phosphoric acid monododecyl ester (IV) 
was prepared and screened in Xenopus oocytes (which produce the PSP24 
receptor) and in recombinant RH7777 cells producing Edg-2, Edg-4, and 
Edg-7 receptors. In Xenopus IV inhibited LPA- induced chloride currents 
with an IC50 value of about 8.1 nM. In Edg-2 and Edg-4 -expressing RH7777 
cells IV significantly inhibited the Ca2+ responses while in 
Edg-7 -expressing cells this compound increased the Ca2+ responses. 

AN 2001:713600 CAPLUS <<LOGINID : : 2 00612 11>> 

DN 135:267219 

TI Synthesis of lysophosphatidic acid receptor agonists and antagonists and 
their use for cancer inhibition, wound healing, and enhancement of cell 
proliferation 

IN Miller, Duane D.; Tigyi , Gabor; Dalton, James T. ; Sardar, Vineet M. ; 

Elrod, Don B.; Xu, Huiping; Baker, Daniel L . ; Wang, Dean; Liliom, Karoly; 

Fischer, David J.; Virag, Tamas; Nusser, Nora 
PA University of Tennessee Research Corporation, USA 
SO PCT Int. Appl., 140 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 3 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 


2001071022 




A2 




20010927 




WO 2001-US8729 




20010319 


WO 


2001071022 




A3 




20020404 


















W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, BR, 


BY, 


BZ, 


CA, 


CH, CN, 






CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, GB, 


GD, 


GE, 


GH, 


GM, HR, 






HU, 


ID, 


IL, 


IN, 


is, 


JP, 


KE, 


KG, 


KP, 


KR, KZ, 


LC, 


LK, 


LR, 


LS, LT, 






LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, NO, 


NZ, 


PL, 


PT, 


RO, RU, 






SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, TZ, 


UA, 


UG, 


UZ, 


VN, YU, 






ZA, 


ZW 


























RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, UG, 


ZW, 


AT, 


BE, 


CH, CY, 






DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, MC, 


NL, 


PT, 


SE, 


TR, BF, 






BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, NE, 


SN, 


TD, 


TG 




CA 


2402038 






AA 




20010927 




CA 2001-2402038 




20010319 


AU 


2001049263 




A5 




20011003 




AU 2001-49263 




20010319 


EP 


1263752 






A2 




20021211 




EP 2001-922465 




20010319 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, LI, 


LU, 


NL, 


SE, 


MC, PT, 






IE, 


si, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR 










JP 


2004506604 




T2 




20040304 




JP 2001-569403 




20010319 


US 


2000 


-190370P 




P 




20000317 
















WO 


2001 


-US8729 




W 




20010319 

















OS MARPAT 135:267219 



L3 5 ANSWER 2 OF 7 CAPLUS COPYRIGHT 2006 ACS on STN 

TI Method of making an amine containing biocidal composition 

AB A process for preparing a composite including mixing a hydrophilic material 
containing an amine with a hydrophobic material containing an acid releasing 
agent, the hydrophilic and hydrophobic materials being substantially free 
of water, to form a mixture The mixture is exposed to chlorine dioxide which 
reacts with the amine to form iminium chlorite within the hydrophilic 
material. The hydrophilic material is capable of releasing chlorine 
dioxide upon hydrolysis of the acid releasing agent. 

AN 1997:632706 CAPLUS <<LOGINID : : 20061211>> 

DN 127:283427 

TI Method of making an amine containing biocidal composition 

IN Wellinghoff, Stephen T. 

PA Southwest Research Institute, USA 

SO U.S., 29 pp., Cont . -in-part of U.S. Ser. No. 192,499, abandoned. 

CODEN: USXXAM 
DT Patent 



LA English 
FAN . CNT 12 

PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



PI 



US 
US 
CA 
WO 



5668185 
5360609 
2196782 
9639029 



A 
A 
AA 
Al 



19970916 
19941101 
19961212 
19961212 



US 1995-461716 
US 1993-17657 
CA 1996-2196782 
WO 1996-US9475 



19950605 
19930212 
19960604 
19960604 





W: AL, AM, 


AT, 


AU, 


AZ, BB, BG, 


BR, 


BY, CA, 


CH, CN, 


CZ, 


DE, DK, EE, 




ES, FI, 


GB, 


GE, 


HU, IL, IS, 


JP, 


KE, KG, 


KP, KR, 


KZ, 


LK, LR, LS, 




LT, LU, 


LV, 


MD, 


MG, MK, MN, 
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TI Synthesis and properties of an organophosphorus regulator of hemoglobin 
oxygenation 

AB Synthesis of D, L-l-O- (e-aminohexanoyl) -2 , 3 -diphosphoglycerol 

(ADPG) and characterization of some of its chemical and biol . properties were 
performed. The pH-dependence of the 3 IP NMR of tricyclohexylammonium ADPG 
was examined; the chemical shift of the P in position 2 decreased on 
acidification. The ADPG salt was not incorporated into 

phosphatidylcholine (PC) bilayer membranes, but was efficiently trapped 
within PC liposomes. Titration of ADPG revealed 2 groups with pKa values of 
2.8, and 1 with pKa .apprx.6.5. Finally, the interaction of ADPG with Hb 
was investigated by 3 IP NMR. The NMR signal of P3 was shifted on association 
with oxyHb. The O affinity of Hb was estimated as p50O2 (the p02 for 50% 
saturation of Hb) . In the absence of ADPG, p50O2 was 2.6 kP; addition of ADPG 
increased p50O2 to 3 . 5 kP, whereas addition of 2,3-DPG increased p50O2 to 4.4 
kP. 
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oxygenation 
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TI Dental adhesive compositions containing acrylate phosphates 
AB Dental and surgical adhesives are prepared from phosphoalkyl acryloyl- or 
acrylamidoalkylcarboxylates and vinyl monomers. CH2:CMeCOCl [920-46-7] 
and 12-aminododecanoic acid [693-57-2] were treated to give 
N-methacryloyl-12-aminododecanoic acid [62839-65-0] which was mixed with 
glycidol [556-52-5] and MeCH2N+Et3Cl - to give 

CH2:CMeCONH(CH2)llC02CH2CH(OH)CH20H [92915-67-8]. This was treated with 
POC13 to give CH2 : CMeCONH (CH2 ) 11C02CH2CH (0P03H2 ) CH20P03H2 (I) [ 
92900-11-3] . A 2-pad primer was prepared from A: Bis-GMA 50, 
hydroxyethyl methacrylate 43, 17, and Bz202 2 parts by weight and B: EtOH 
100, Na benzenesulfonate 3, and N, N-dimethyl-p-toluidine 0.7 parts by weight 
The adhesiveness of a mixture of equal amts. of A and B on dentin surface 
for bonding a dental resin was demonstrated and was superior to a similar 
composition containing 2-methacryloyloxyethyl dihydrogen phosphate instead of 

I. 
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TI Dental adhesive compositions containing acrylate phosphates 
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TI Dental adhesives containing phosphonic acids 

AB Polymers for dental adhesives were prepared from polymers containing phosphonic 
acids. Thus, a powder mixture of 100 weight% poly (Me methacrylate), 2 weight% 
Bz202, and 3 weight% Na p-toluenesulf onate was reacted with a liquid mixture of 
80 weight parts Me methacrylate, 10 weight parts ethylene glycol 

dimethacrylate , 

10 weight parts 2 -methacryloxyethyl phenylphosphonate, and 1.0 weight part 
N,N' -diethanol p-toluidine to give a polymer [64716-64-9] which had a 
strength of 160 kg/cm2 as opposed to 35 kg/cm2 for similar polymers 
without the phosphonic acid monomers. Poly (bisphenol A diglycidyl 
methacrylate -2 -methacryloxyethyl phenylphosphonate- trie thylene glycol 
dimethacrylate) [64716-49-0], poly (bisphenol A diglycidyl 
methacrylate-triethylene glycol dimethacrylate) [26426-05-1] and 5 more 
similar resins were also prepared 
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TI Adhesives for prosthetics 

GI 



CH2 — CCO2CH2CH2OPO 
Me OH 




CMe2 
2 I 



AB Adhesives for human hard tissues (such as bones, teeth, etc.) are 

formulated with phosphoric acid esters (methacryloyloxyalkyl and (or) 
bisphenol, alkylene, phenylene, etc. esters). E.g., a adhesive consists 
of (A) diethylene glycol dimethacrylate 20, Bisphenol -A diglycidyl 
dimethacrylate 30, silane-treated quartz (10-50 \jl diameter) 165, I 
[64716-42-3] 10 and Bz202 2 parts; and (B) diethylene glycol 
dimethacrylate 20, Bisphenol-A diglycidyl dimethacrylate 30, 
silane-treated quartz (10-50 jj. diam) 165, N, N-dimethyl-p- toluidine 2 
and p-toluenesulf onic acid Na salt 2 parts. An equal part of A and B had 
a adhesive strength of 178 kg/cm2 after mixing. 
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TI Adhesives for prosthetics 

IN Yamanouchi, Junichi; Masuhara, Eiichi; Nakabayashi, Nobuo; Shibatani, 
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CODEN: JKXXAF 
DT Patent 
LA Japanese 
FAN. CNT 3 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI JP 53069494 



A2 19780620 JP 1976-145049 



19761130 



JP 


55002235 


B4 


19800118 










GB 


1569021 


A 


19800611 


GB 


1977 


-10480 


19770311 


DE 


2711234 


Al 


19770929 


DE 


1977 


-2711234 


19770315 


DE 


2711234 


B2 


19810507 










DE 


2711234 


C3 


19880707 










FR 


2344281 


Al 


19771014 


FR 


1977 


-8015 


19770317 


FR 


2344281 


Bl 


19810116 










US 


4259117 


A 


19810331 


US 


1978 


-936759 


19780825 


US 


4259075 


A 


19810331 


US 


1979 


-78048 


19790924 


us 


4368043 


A 


19830111 


us 


1980 


-149770 


19800514 


PRAI JP 


1976-30045 


A 


19760317 










JP 


1976-143807 


A 


19761129 










JP 


1976-145049 


A 


19761130 










us 


1977-778734 


Al 


19770317 










US 


1978-936759 


A3 


19780825 











L3 5 ANSWER 7 OF 7 CAPLUS COPYRIGHT 2 006 ACS on STN 
TI Adhesive composition 

AB Compds. such as RP(O) (OH) OCH2CH202CCMe : CH2 (I) (R = OPh or Ph) , 

(H2C:CMeC02CH2)2CHOP(0) (OH) OPh, and [H2C : CMeC02CH2CH20P (O) (OH)OR]2CMe2 (R 
= p-C6H4) were used in adhesives, filling materials, etc., having good 
adhesion to dental enamel, bone, etc. Thus, 98 parts powdered poly (Me 
methacrylate) containing 2 parts Bz202 was mixed with 95 parts Me methacrylate 
containing 5 parts I (R = OPh) and 2.5 parts p-toluenesulf inic acid, applied 
to ivory, and hardened at 37° for 72 h to give an adhesive 
[64716-58-1] with bond strength 160 kg/cm2 . 
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TI Adhesive composition 
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L36 ANSWER 1 OF 10 USPATFULL on STN 

TI LPA receptor agonists and antagonists and methods of use 

AB The present invention relates to compounds according to formula (I) as 

disclosed herein as well as pharmaceutical compositions which include 
those compounds. Also disclosed are methods of using such compounds, 
which have activity as agonists or as antagonists of LPA receptors; such 
methods including inhibiting LPA activity on an LPA receptor, modulating 
LPA receptor activity, treating cancer, enhancing cell proliferation, 
and treating a wound. 
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' TI LPA receptor agonists and antagonists and methods of use 

AB The present invention relates to compounds according to formula (I) as 

disclosed herein as well as pharmaceutical compositions which include 
those compounds. Also disclosed are methods of using such compounds, 
which have activity as agonists or as antagonists of LPA receptors; such 
methods including inhibiting LPA activity on an LPA receptor, modulating 
LPA receptor activity, treating cancer, enhancing cell proliferation, 
treating a wound, treating apoptosis or preserving or restoring function 
in a cell, tissue, or organ, culturing cells, preserving organ or tissue 
function, and treating a dermatological condition. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI LPA receptor agonists and antagonists and methods of use 

AB The present invention relates to compounds according to formula (I) as 

disclosed herein as well as pharmaceutical compositions which include 
those compounds. Also disclosed are methods of using such compounds, 
which have activity as agonists or as antagonists of LPA receptors; such 
methods including inhibiting LPA activity on an LPA receptor, modulating 
LPA receptor activity, treating cancer, enhancing cell proliferation, 
and treating a wound. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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chain nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 17 18 19 20 
chain bonds : 

1-2 1-4 1-6 1-14 2-3 2-13 2-17 3-9 4-5 4-15 4-18 5-7 6-8 7-20 7-19 
9-10 9-11 9-12 
exact /norm bonds : 

1-6 2-3 3-9 4-5 5-7 9-10 9-11 9-12 
exact bonds : 

1-2 1-4 1-14 2-13 2-17 4-15 4-18 6-8 7-20 7-19 
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IN Cholest-5-en-3-ol (3p) -, 3- (2 , 3 -dihydroxypropoxy) -2-hydroxypropyl 



hydrogen phosphate (9CI) 
MF C33 H59 08 P 
CI COM 

Absolute stereochemistry. 
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L3 8 603 ANSWERS REGISTRY COPYRIGHT 2 0 06 ACS on STN 

IN 3,5, 9-Trioxa-4-phosphaheptacosa-14,20-dien-l-aminium, N- [3- [3- (2,3- 

dihydroxypropoxy) -2 -hydroxypropoxy] -2 -hydroxypropyl] -4 , 7 -dihydroxy-N, N- 
dimethyl-, inner salt, 4-oxide, (7R, 14Z , 20Z) - (9CI) 

MF C34 H68 N 012 P 

Absolute stereochemistry. 
Double bond geometry as shown. 
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Me 
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IN D-Ribitol, O-5-O- [ (2 -aminoethoxy) hydroxyphosphinyl] -D-ribitol-l-O-yl [ (2S) - 
2 -hydroxy- 1, 3 -propanediyl] oxyphosphinico- (l->5) -0-D-ribitol-l-O- 
yl [ (2S) -2 -hydroxy- 1, 3 -propanediyl] oxyphosphinico- (l->5) -O-D-ribitol - 
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Lysophosphatidic acid analogs and inhibition of neointima 
formation 

The phospholipid growth factor lysophosphatidic acids (LPAs) containing 

unsatd. fatty acids (18:1, 18:2 and 20:4) and fatty ales, containing 

hydrocarbon chains with more than 4 carbons were capable of inducing a 

rapid formation of neointima, an initial step in the development 

of atherosclerotic plaque. LPAs with saturated fatty acids did not induce 

neointima formation. A Peroxisome Prolif erator-Activated 

Receptors gamma (PPARy) -specific agonist Rosiglitasone also induced 

a profound formation of neointima. GW9662, a selective and 

irreversible antagonist of PPARy, abolished LPA- and 

Rosiglitazone-induced neointima formation, indicating that 

LPA- induced neointima formation requires the activation of 

PPARy. These data suggest that LPA analogs that bind to but do not 

activate downstream signaling of PPARy or antagonists of PPARy 

that inhibit PPARy signaling would be useful in the prevention 

and/or treatment of neointima formation and atherosclerosis. 
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L4 0 ANSWER 2 OF 2 CAPLUS COPYRIGHT 2 006 ACS on STN 
TI Lysophosphatidic acid induces neointima formation through 
PPARy activation 

AB Neointimal lesions are characterized by accumulation of cells within the 
arterial wall and are a prelude to atherosclerotic disease. Here the 
authors report that a brief exposure to either alkyl ether analogs of the 
growth factor-like phospholipid lysophosphatidic acid (LPA) , products 
generated during the oxidative modification of low d. lipoprotein, or to 
unsatd. acyl forms of LPA induce progressive formation of 
neointima in vivo in a rat carotid artery model. This effect is 
completely inhibited by the peroxisome prolif erator-activated receptor 



(PPAR)y antagonist GW9662 and mimicked by PPARy agonists 
Rosiglitazone and l-0-hexadecyl-2 -azeleoylphosphatidylcholine . In 
contrast, stearoyloxovalerylphosphatidylcholine, a PPARa agonist and 
the polypeptides epidermal growth factor, platelet-derived growth factor, 
and vascular endothelial growth factor failed to elicit neointima 

The structure -activity relation for neointima induction by 
LPA analogs in vivo is identical to that of PPARy activation in 
vitro and disparate from that of LPA G protein-coupled receptor 
activation. Neointima-inducing LPA analogs up-regulated the 
CD3 6 scavenger receptor in vitro and in vivo and elicited . 
dedif f erentiation of cultured vascular smooth muscle cells that was 
prevented by GW9662 . These results suggest that selected LPA analogs are 
important novel endogenous PPARy ligands capable of mediating 
vascular remodeling and that activation of the nuclear transcription 
factor PPARy is both necessary and sufficient for neointima 
formation by components of oxidized low d. lipoprotein. 
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TI Lysophosphatidic acid induces neointima formation through 
PPARy activation 

AU Zhang, Chunxiang; Baker, Daniel L.; Yasuda, Satoshi; Makarova, Natalia; 

Balazs, Louisa; Johnson, Leonard R. ; Marathe, Gopal K. ; Mclntyre, Thomas 
M.; Xu, Yong; Prestwich, Glenn D . ; Byun, Hoe-Sup; Bittman, Robert; Tigyi , 
Gabor 

CS Vascular Biology Center of Excellence, The University of Tennessee Health 

Science Center, Memphis, TN, 38163, USA 
SO Journal of Experimental Medicine (2004), 199(6), 763-774 

CODEN: JEMEAV; ISSN: 0022-1007 
PB Rockefeller University Press 
DT Journal 
LA English 

RE.CNT 53 THERE ARE 53 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> s 139 and atherosclerosis 

51957 ATHEROSCLEROSIS 
L41 6 L3 9 AND ATHEROSCLEROSIS 

=> d 141 1-6 ti 

L41 ANSWER 1 OF 6 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Lysophosphatidic acid analogs and inhibition of neointima formation 
L41 ANSWER 2 OF 6 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI The plaque lipid lysophosphatidic acid stimulates platelet activation and 
platelet -monocyte aggregate formation in whole blood: involvement of P2Y1 
and P2Y12 receptors 

L41 ANSWER 3 OF 6 CAPLUS COPYRIGHT 2 006 ACS on STN 
TI Lysophosphatidic acid induces neointima formation through PPARy 
activation 
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TI Subtype -Selective Antagonists of Lysophosphatidic Acid Receptors Inhibit 

Platelet Activation Triggered by the Lipid Core of Atherosclerotic Plaques 
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TI Effect of platelet activating factor on the kinetics of LDL oxidation in 
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L41 ANSWER 2 OF 6 CAPLUS COPYRIGHT 2006 ACS on STN 

TI The plaque lipid lysophosphatidic acid stimulates platelet activation and 
platelet-monocyte aggregate formation in whole blood: involvement of P2Y1 
and P2Y12 receptors 

AB Despite the fact that lysophosphatidic acid (LPA) has been identified as a 
main platelet-activating lipid of mildly oxidized low-d. lipoprotein (LDL) 
and human atherosclerotic lesions, it remains unknown whether it is 
capable of activating platelets in blood.- The authors found that LPA at 
concns. slightly above plasma levels induces platelet shape change, 
aggregation, and platelet-monocyte aggregate formation in blood. 
1-Alkyl-LPA (16:0 fatty acid) was almost 20-fold more potent than 
1-acyl-LPA (16:0). LPA directly induced platelet shape change in blood 
and platelet-rich plasma obtained from all blood donors. However, 
LPA-stimulated platelet aggregation in blood was donor dependent. It 
could be completely blocked by apyrase and antagonists of the platelet ADP 
receptors P2Y1 and P2Y12 . These substances also inhibited LPA-induced 
aggregation of platelet-rich plasma and aggregation and serotonin 
secretion of washed platelets. These results indicate a central role for 
ADP-mediated P2Y1 and P2Y12 receptor activation in supporting LPA-induced 
platelet aggregation. Platelet aggregation and platelet-monocyte 
aggregate formation stimulated by LPA was insensitive to inhibition by 
aspirin. The authors conclude that LPA at concns. approaching those found 
in vivo can induce platelet shape change, aggregation, and 
platelet-monocyte aggregate formation in whole blood and suggest that 
antagonists of platelet P2Y1 and P2Y12 receptors might be useful 
preventing LPA-elicited thrombus formation in patients with cardiovascular 
diseases . 
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platelet-monocyte aggregate formation in whole blood: involvement of P2Y1 
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L41 ANSWER 3 OF 6 CAPLUS COPYRIGHT 2 0 06 ACS on STN 
TI Lysophosphatidic acid induces neointima formation through PPARy 
activation 

AB Neointimal lesions are characterized by accumulation of cells within the 
arterial wall and are a prelude to atherosclerotic disease. Here the 
authors report that a brief exposure to either alkyl ether analogs of the 
growth factor-like phospholipid lysophosphatidic acid (LPA) , products 
generated during the oxidative modification of low d. lipoprotein, or to 
unsatd. acyl forms of LPA induce progressive formation of neointima in 
vivo in a rat carotid artery model. This effect is completely inhibited 
by the peroxisome prolif erator-activated receptor (PPAR)y antagonist 
GW9662 and mimicked by PPARy agonists Rosiglitazone and 
l-0-hexadecyl-2-azeleoylphosphatidylcholine. In contrast, 
stearoyloxovalerylphosphatidylcholine, a PPARct agonist and the 
polypeptides epidermal growth factor, platelet -derived growth factor, and 
vascular endothelial growth factor failed to elicit neointima. The 
structure-activity relation for neointima induction by LPA analogs in vivo 



is identical to that of PPARy activation in vitro and disparate from 
that of LPA G protein-coupled receptor activation. Neointima- inducing LPA 
analogs up-regulated the CD36 scavenger receptor in vitro and in vivo and 
elicited dedif f erentiation of cultured vascular smooth muscle cells that 
was prevented by GW9662 . These results suggest that selected LPA analogs 
are important novel endogenous PPARy ligands capable of mediating 
vascular remodeling and that activation of the nuclear transcription 
factor PPARy is both necessary and sufficient for neointima 
formation by components of oxidized low d. lipoprotein. 
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L41 ANSWER 5 OF 6 CAPLUS COPYRIGHT 2006 ACS on STN 

TI Ligands for G protein coupled receptors and methods of using them 

AB The present invention is directed to assays for potential drugs which 

modulate sphingosylphosphorylcholine (SPC) and/or lysophosphatidylcholine 
(LPC) binding to G protein-coupled receptors (GPCRs) , and, in particular, 
GPR4 and TDAG8, diagnostic assays for disease conditions associated with 
expression of the receptors and ligands, methods of causing cellular 
effects by modulating such binding, methods of treating disease conditions 
associated with SPC and/or LPC expression or GPCR expression, and synthetic 
peptide analogs which bind to GPCRs. Among examples provided are: GPR4 
and TDAG8 expression and distribution in human tissues, effects of SPC and 
LPCs on transient increases in intracellular Ca2+ in GPR4-transf ected 
MCF10A cells, binding of SPC and LPC to GPR4 and TDAG8, LPC and SPC 
activation of SRE reporter system in HEK293 cells, SPC and LPC activation 
of ERK MAP kinase, SPC stimulation of DNA synthesis, elevation of SPC 
levels in ovarian cancer, and identification of a peptide from a phage 
library which blocks SPC-stimulated growth inhibition in HEY cells. 
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TI Effect of platelet activating factor on the kinetics of LDL oxidation in 
vitro 

AB Oxidatively modified low-d . -lipoprotein (LDL) might contribute to the 

atherosclerotic process. This study was performed to examine an effect of 

platelet -activating factor (PAF) and of synthetic PAF analogs on 

Cu (II) -induced oxidation of LDL in vitro: The D- and L-isomers of PAF and 

analogs with short-chain sn-2-substituents , l-O-alkyl-2 -butyryl-sn-glycero- 

3-phosphocholine and l-O-alkyl-2 -heptanoyl- sn-glycero- 3 -phosphocholine , 

were found to be the most effective inhibitors of LDL oxidation Oxidation was 

inhibited completely at PAF concns . above 100 uM. Lyso-PAF and analogs 

carrying longer chains at the sn-2 position were less effective. These 

results thus provide evidence for the involvement of other parameters in 

LDL oxidation beyond the content of natural antioxidants like vitamin E and 

P- carotene . 
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TI Inhibition of proliferation of vascular smooth muscle cells by antisense 
oligonucleotides against cyclins and cyclin-dependent kinases 
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TI Gene transfer of human vascular endothelial growth factor 165 for 
prevention of stent restenosis after trans jugular intrahepatic 
portosystemic shunt 

AB OBJECTIVE: To test the hypothesis that locally directed gene transfer of 
human vascular endothelial growth factor 165 (hVEGF165) is able to 
passivate hepatic venous metallic stents by accelerating 
endothelialization and augmenting the biocompatibility of endovascular 
stents. METHODS: Complexes of pAdtrackCMV-hVEGF165 and lipof ectamine were 
smeared homogeneously on the surface of the stents coated with 
poly-L-lysine. Bare stents were used as controls. All stents were 
implanted into the right hepatic vein by trans jugular intrahepatic venous 
stem deployment. RESULTS: At the end of the first week after 
implantation, green fluorescence and the expression of the hVEGF165 gene 
were detected in the transferred stent vessels of the treated group, but 
were not detected in the control group. SEM revealed that the 
endothelialization of stents was more pronounced in the treated group than 
that in the control group. At the end of the eighth week after 
implantation, quant, angiog. anal, showed the internal diameter of the stent 
was significantly greater in the treated group than in the control group. 
The de novo intima, their mean areas and percentage cross-sectional area 
narrowing in the treated group were significantly less than those in the 
control group. Immunohistochem. anal, indicated that the proliferation of 
vascular smooth muscle cells was more active in the control group than 
that in the treated group. CONCLUSION: Local gene transfer of hVEGF165 
can passivate endovascular stents by accelerating stent endothelialization 
and enhancing their biocompatibility in the hepatic vein, resulting in a 
reduction of thrombus formation and attenuation of intimal hyperplasia. 
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TI Receptor antagonist -lipid conjugates and delivery vehicles containing same 

AB Vesicular drug delivery vehicles, such as liposomes, comprise a targeting 
ligand which comprises a non-biol., biomimetic antagonist to a receptor 
that is upregulated at a disease site, directly or indirectly chemical linked 
to a polar head group of a vesicle-forming lipid. The non-biol., 
biomimetic antagonist is an antagonist to a receptor upregulated in the 
vascular endothelium of inflammation, infection or tumor sites, selected 
from integrin receptors, prostate specific membrane antigen (PSMA) 
receptor, herceptin, Tie 1 and Tie 2 receptors, ICAM1, folate receptor, 
bFGF receptor, EGF receptor, VEGF receptor, PDGF receptor, etc. The 
vesicle-forming lipid is selected from phospholipids, sterols, 
glycolipids, cationic lipids, sphingolipids , glycerolipids , hydrophilic 
polymer derivs . of these lipids, gemini surfactants, etc. For example, 
liposomes were prepared containing lipid conjugates with a vitronectin receptor 
antagonist, (S) -7- [ [N-- (4 -aminobutyl) -N- (benzimidazol-2 -yl- 
methyl) ] amino] carbonyl-4-methyl-3-oxo-2 ,3,4, 5-tetrahydro-lH-l , 4 - ( 
benzodiazepine-2 -acetic acid (preparation given) 0.5 mol%, DSPC 54.5 mol%, and 
cholesterol 45 mol%. The liposomes were loaded with topotecan using ion 
gradient or polymer gradient loading/ retaining techniques and administered 
to a patient diagnosed with ovarian cancer to inhibit growth of the 
cancerous tumor. A dosing regimen was 1.5 mg/m2 of the topotecan 
liposomes given as a 30 min infusion over the course of 1-3 days in a week 
for 2 wk in a 21 day cycle, repeated for 4 cycles. 

AN 2002:353239 CAPLUS <<LOGINID :: 2 00612 11 >> 

DN 136:374827 

TI Receptor antagonist -lipid conjugates and delivery vehicles containing same 
IN Ellens, Harma M . ; Monck, Myrna A.; Yeh, Ping-Yang 
PA Smithkline Beecham Corporation, USA 
SO PCT Int. Appl., 44 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 



PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 


2002036073 




A2 




20020510 




WO 2001- 


US46206 




20011029 


WO 


2002036073 




A3 




20021205 




















W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, CN, 




CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, GH, 




. GM, 


HR,' 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, LR, 




LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PH, PL, 




PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI , 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT,. 


TZ, 


UA, UG, 




US, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 




RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, CY, 




DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, BF, 




BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 


AU 


2002025878 




A5 




20020515 




AU 2002- 


25878 




20011029 


EP 


1341497 






A2 




20030910 




EP 2001- 


992551 




20011029 




R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, PT, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR 












JP 


2004512345 




T2 




20040422 




JP 2002- 


538885 




20011029 


US 


2004013720 




Al 




20040122 




US 2003- 


415160 




20030425 


US 


2000-245140P 




P 




20001102 


















wo 


2001-US46206 




W 




20011029 



















OS MARPAT 136:374827 



L43 ANSWER 8 OF 25 CAPLUS 
TI Surface modification of 



COPYRIGHT 2 006 ACS on STN 

liposomes for selective cell targeting in 



cardiovascular drug delivery 
AB Cardiovascular disease processes such as atherosclerosis, 

restenosis, and inflammation are typically localized to discrete 
regions of the vasculature, affording great opportunity for targeted 
Pharmacol, treatment. Liposomes are potentially advantageous targeted 
drug carriers for such intravascular applications. To facilitate their 
use as drug delivery vehicles, we have considered three components of 
liposome design: (i) identification of candidate cell surface receptors 
for targeting; (ii) identification of ligands that maintain binding 
specificity and affinity; and (iii) prevention of rapid nonspecific 
clearance of liposomes into the reticuloendothelial organs. In this 
report, we describe our work in developing liposomal surface modifications 
that address both targeting and clearance. An arginine-glycine-aspartic 
acid (RGD) containing peptide was used as a model ligand to target liposomes 
to the integrin GPIIb-IIIa on activated platelets. Addnl., oligodextran 
surfactants incorporated into liposomes provided insight into the effect 
of vesicle perturbations on liposome clearance, and the importance of mol . 
geometry in designing oligosaccharide surface modifications. Together 
these studies demonstrate the feasibility of using peptides to guide 
liposomes to desired receptors, and illustrate the influence of vesicle 
stability on liposome interactions in vivo. Furthermore, they underscore 
the importance of simultaneously considering both targeting specificity 
and vesicle longevity in the design of effective targeted drug delivery 
systems . 
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TI Pharmaceutical composition in the form of a nucleic acid lipid complex, 
the production thereof and its use in gene therapy 

AB The invention relates to a pharmaceutical composition in the form of a nucleic 
acid lipid complex containing at least one cationic lipid, at least one 
non-cationic lipid, at least one nucleic acid that codes for a protein 
used for treating vascular diseases, especially a protein having vasodilatory 
and/or angiogenic properties, and optionally containing appropriate auxiliary 
and/or addition agents. According to the invention, the cationic lipid 
contains a group derived from cholesterol on which at least one cationic 
amino group selected from a primary, secondary, tertiary amino group 
and/or from a quaternary ammonium salt is bound via a connecting group 
selected from carboxamides and carbamoyls, and via a spacer comprised of a 
linear or branched alkyl group with 1 to 20 carbon atoms. In addition, the 
size of the nucleic acid lipid complexes ranges from approx. 300 to 800 
nm. The invention also relates to the production of the pharmaceutical 

composition 

and to its use in gene therapy. 
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TI Lipid constructs for targeting oligonucleotides to vascular smooth muscle 
tissue 

AB A lipid construct comprising an aminomannose-derivatized cholesterol 
suitable for targeting smooth muscle cells and tissue is claimed. 
Preferred formulations contain 6- (cholest-5-en-33-yloxyl) hexyl-6- 
amino-6-deoxy-l-thio-tx-D-mannopyranoside in liposome formulations 
wherein the formulations are delivered generally to arteries using 
percutaneous transluminal coronary angioplasty procedures. These 
formulations have applications in the reduction of restenosis. 
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TI Lipid constructs for cytoplasmic delivery of antisense oligonucleotides 
AB A lipid construct comprising an aminomannose derivatized cholesterol 
suitable for targeting smooth muscle cells and tissue is claimed. 
Preferred formulations contain 6- (cholest-5-en-3p-xyloxyl) hexyl-6- 
amino-6-deoxy-l-thio-a-D-mannopyranoside in liposome formulations 
wherein the formulations are delivered generally to arteries using 



percutaneous transluminal coronary angioplasty procedures. These 
formulations have applications in the reduction of restenosis. 
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